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mmm 

m^-r ^^lJ®&^Jl?a5 0 (Manfiredi, J. J. and Horwitz, S. B. Taxol: an 
antimitotic agent with a new mechanism of action. Pharmac. Ther., 25: 83- 

15 125,1984). ?uss, m^< m^:feJ:tJC#^/^^liBaJi^^s^<^s>!iro«^o^&2^^cJ^:< 

:i5^^Rg^tlTVi§(M^f^. Seidman, A. D., et al. Dose-dense therapy with 
20 weekly 1-hour paditaxel infusions in the treatment of metastatic breast 
cancer. J Clin Oncol, 16: 3353*3361, 1998)« 

mm.'^rcz^^^. z^cD^^tm^ti^^^ m^mm\z.mm-r^fi\ 

*BPbTl^i-2> ZL t-fym^nX\^^^(^Y^s, M. V. and Dervieux, T. 
Pharmacogenetics and cancer therapy. Nat Rev Cancer, i: 99-108, 200l)o L 
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#P§2 0 0 3 - 9 3 0 6 ^mmmCYP 2 C 8 (D^M^m^^^ t\ZJ: 

^<Dmmizm^^n^y5./m^m^^^m^'?mmm^'rtihyujmm7!)^i& 

^ bT S (Soyama, A., Y. Saito, et aL (2001). "Non-synonymous single 
nucleotide alterations found in the CYP2C8 gene result in reduced in vitro 
paditaxel metabolism." Biol Pharm Biill 24(12), 1427-1430) « 

■^^mt. mmmii^^Mm-^^fdm=i'\z'D\^x. cYP2C8it^^4'(Z)iB 

1 T^^^n^iB^J© 1 1 #S(Z)±^»{c::fett^jte^#M. C YP 2 C 8 

C Y P 2 C 8 mB.'^^COWmm^ 3 T^^S tlSSB^J© 1 1 #S ©r^^Jc^fett-S 
Jte^#M. C YP 2 C 8 jt^^'*»<^Sa^J#-^4T^^$n§@B^J© 11 
^«JC:fettS jte^^M. C Y P 2 C 8 Wm^^amnm^ 5 T^^^tl^SH^J 
<^1 l#SO|g«Jc:fett^Jte^#M, BUB 1 bite^f ®iB^J##6TM^ 
^n^SB^JOl l#@<Dii«{3:fett^itfe^#M. BUB 1 bjt^S^ff OD@g^J# 
^7T^i^$n-5@H^J<^l l#gOliSic:fefrtSJte^^M. BUBlbjt-fe-^ 
•fOSB^J#-%8T^i£$nS@B^J©l l#SCD^^iC:fett'5Jt^TF#l!. BUB 
1 bjte^ff<D@3^J#^9T®Jt$tl^SB5^J® 1 l#B(Z)4l:»{C^tt§it'fe^# 
M> *3J;CKBUB 1 bjt^^'*»®SB^J#-^l 0 TM^^tl^SB^JOD 1 1#S©^ 
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-So 



mi 



JSNPBD 


mm 




DVIS-JST111898 


CAGAGCAAGGRCAACTGTTTC 


1 


IMS-JST105874 


TACTTTTACCYTAAATATGAG 


2 


IMS-JST082397 


GAGATCAGTARAAACAGTATG 


3 


IMS-JST071852 


GAAATTTCCAWAGTGCTGGTT 


4 


IMS- JST07 1853 


ATTGCTATTTRTCCATGATCA 


5 


IMS-JST074538 


GGAGTCGTGTRCGTGCCTTGG 


6 


IMS-JST079837 


GACTGACACAKAATTATTATT 


7 


IMS-JST044164 


AACTGGCTGTYGTGCAGTCTC 


8 


IMS-JST063023 


AGGAAGGCAAYCTGTTTTTTT 


9 


IMS-JST042569 


GGGTACATCTYAGCTATGCCA 


10 



R=A/G; Y=T/C; W=T/A; K=T/G 



:^^m(D 1 -Dcommiz^i^^x^t. c y p 2 c s m^'?^<Dmmm^■ 1 

^mn<Di i#gcD^jc::fei-t^>?xy37-i':/*tT/Ti?a&^t#fc> mmm • 

^^mmi(Dmm\z:fy\^^xu. cyp 2 c8m.^^^<Dmmm^3xmM^n 
^mm<Di imB<DmM\z:^n^>f:j^/^-i^it,tGyGx;^^t^iz. mmmm ■■ 

^mmm(Dmmiz^\^^xu. c y p 2 c s m.^'?'p(Dmmm^4xmM-^n 
^mmcDi imu(Dm.&izm-jr^z^j^y^^-^7f}^TyTx$>^t^iz. m^mm 
'p&(D^m(DVy^i7f)m^^ii^m-^n. A/T^fc\%AyAx^^t^\z. mm. 
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^^BjOTjcD^afc^fev^T^i. BUB 1 hmBi^^<Dmmm^6i^m^^n^ 

:^^mm}(Dmmiz^\f^T}t. bub i b«^<4i©gBm#8T^^$n-s 

:^mmmmmm\z:io\,^x\t. bub i hmG^'p<Dmmm^9xmM^n^ 
mm<Diimu<D^m\z:^n^z^:x^y^^^iiicycx;&^ii^\,z. mmmm^p 

^mm<Dmo)mm}iz:^\^^x\tt. bub i bjie^4»o@Ba?ij#^i o-eM^^n 
^mm<Di im^(DmMiz^iir:^i^:cy^^:f7biTyTx^^t.^iz. mmmm 

$ e> jc2^^Hjic:feviTt*. *^§gtccfc 0 m^-^titc s N p s CD 1 ^^\t^n&. 
tmn.mm{i>m(Dmmmi:<Dmmtm\zM\^^;zt7^iM.^^rc^nrco 'r^t>t>. 2^ 
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^ 6 T^j£$n^Ba^J<0 1 1 #@ (D:^»{C:i3tt^i^x/ iS'-f ^^O^^A/ ASfef^ G 
#-^l-Xr^^$n^iB^J©l CYP2C8jt 

'g^4'(D@a^j#^2T^^^n^sa^J<^i i#s©^»^-^^t§jtfe?#^^ c 
YP 2 c 8it^'4'CDB3^i#^3-e^^$n§@B^J<^i im^(oim\z.^n^^ 

&=^0m. CYP2C8«e?*©@B^J#-^4T^^$n^BB^J®l l#S<^*i 

^ic^tt^it>e^#^> CYP 2 c 8jt^^4'(Z)@a^j#-^5-e'^^^n^BB^J<^ 
1 imwi(Dmmz^n^m.^^^m. bub i bit^?4»a5B3^J#^6T^fe$ 
n^SB^jcD 1 imB(DmM\z^^-f^T&^^^m. bub i b«e^'t'©@H^j#-^ 
7xm^^n^mn(Di im^(Dm.mz^n^m^'?^m. bub i bAfe^^- 

<Dmm^^ 8 -tfJS5t$nSfiH^JO 1 1 #@ a>*i»ic:fett^a^^^M, b u b i 

bit-g^iiK^^iBm^ 9 T^^$n^@a^J® 1 1 #e ©s»J-*^t^jte^#^v 
*5j;tJ^^BUB 1 bmfe^4>(?D@a^j#-^i o-e^jt$n§sa^J<^i imBomM^z 
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c YP 2 c smB.'^^(omn^^ i -vrnM-^n^mmo) i imuo^mM^-^tifi^ 

CYP 2 C 8 Jt'fe^4'©SB^i#-^2T^^$n^iB^J<^ 1 l#@cD^S^'^ty5&> 
CYP 2 C 8jl'e^4'®6a2?y#-^3-e^^^nSSa3?iJ(D l l#B©:^^^'^ty:^^ 
CYP 2 C 8»'g^4'®iB^J#-^4T^^^n^Sa^J<^ 1 l#@©:^S§'^tr>5^ 
15 C Y P 2 C 8 mBr?'^(OWMm^ 5 T^^$n^iB^J<^ 1 l^^(Dm^^^tSfi^ 

BUB 1 hm.B'^^ommm^e'^Mm-^n^Mmo i i#e©igs^'^ty;5^^ 
BUB 1 bit-K^ffoBB^^TT^^^nsga^joi imuomM^^tsfi^^ 
BUB 1 hmBi'^'p<Dmmm'^8'vmM-^n^mn<Di 

BUB 1 bil'g^4'c:)@3a?»J#^9T^^^n^SB^J©l l#ga)ii»Sr'^t?*^* 
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BUB 1 hm.B.'^^omnm^i o-vM^-^n^mmo i i^BomM^^tst^ 
m^i2-2im^(DW^^'^mmx^^o. z.<D^'^fmm.'5^\-^> snp© 

CYP 2 C 8jte^^^c«BUB 1 h^B^<DWM^^mt^Zh\Z^KiWmt 
C Y P 2 C 8 jt'e^4'CDg23?>J## 1 T'^^$n^SB^J<^ 1 1 #@ ©mS^^tJ^ 

c YP 2 c sm.^^^<Dmmmn2'i^m^-^n^mm(o i i#@©m^*'^tp^ 

^(C^jS-r ^ D N A ^iiifrM-r § J: -^^tl-^ n}fe P C R T'^-f "T-M ; 

c Y p 2 c 8 it-g^ ®ia^j#^ 3 T^^$n^iB^J<^ 1 1 #@ om»^"^trM 

^tcMJS-r^DNA^iiililf §J;'5^th$nfePCR:/^-rv«-^; 
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CYP 2 C 8 jt^^4'©@Bm^4-t?^^$n^@H^J(^ 1 l^^omM^^tsM 

C YP 2 c sit-e^^oDBH^JS^^-^^^^n^Ba^i^^ 1 l^B(DmMt:^tsm 
^i;:MJi&-rsDNA^fii|i'r§J:^^tf^nfcPCR:/^<-7-*f; 

BUB 1 bme?4'(D@B^j#^6T^^^n§Ba^J<^i i^Bomm^^tsmm 
BUB 1 bjte^«4'<3D6B^J#^7T^^$n^@a^j<^ 1 imu(DmM^^tsmm 

BUB 1 bjlfe^1'®iB^J#^8T^^$tlSia^J® 1 

ic>cii-jst-^ D N A *iiiii-r ^ J; "5 ^t^$ nfc p c R y ^ ; 

BUB 1 b«'e^'^®iB^J#^9T^^^n^@a>?>joi i#a©««=£:^ty^^ 

IC^fB-r ^ D N A €riii|>I-r ^ J; d ^th$ nfe P C R -f^-c^-M ; 

BUB 1 b«'fe^4'(35ia^j#-^i o-e^^^n§@fl^J<^ i imB(Dm.m^^tsm 
tc^\zm\^^^^t.t^^^^o ;ine.©y7-f^-^^J^. *^Bj(Di^^i-bfc:&^o 

T. CYP 2C8ite^*rcJ*BUB 1 bite^(^iB^J^#MT^-iit-«t 

ffl^/??JCMilt-^Jt^^2 9 S^^M^bfco mz.^n^ 2 9 SfliOjlfe^l^JC 
#:&-r§SNP s ^ J SNPT^-iS'-^-XiT^m^m^^ 2,7 2 7ffl(DSN 

A^ttmb. SNPsa)i5^^tf>^^fTofetIl^. =^Jg(D^S£W^^$n^i: 
^{C, CYP2C8jt'fe^l^^C-7^^:^^nfc5M(DSNP (IMS-JST111898 
(ia^J##l) . IMS-JST105874 (@B^J#-^2) . IMS-JST082397 (@a^J# 



2005/045029 



9 



PCT/JP2004/016805 



^3) . IMS-JST071852 (ia^J#^4) , IMS-JST071853 (SB^J#^5) ) , 
75; iJtlc: B U B 1 b jtfe^l^ iZ^yf-^tltc^^mo^SNF (IMS- JST074538 

(fia^J#-^6) . IMS-JST079837 (m^J#^7) , IMS-JST044164 (SB^J# 
^8) . IMS-JST063023 (iB^J##9) . IMS-JST042569 (iB^J#^l 

5 0) ) jcov^T, mLmw>m(Dmmt(Dmmtt^M.^^tc-^tirco 

fSi^. ±13(0 IMS- JST#-^«. JSNP5^— ^^-X (http7/snp.ims.u- 
tokyo.ac.jp/) lC*5frt§X>hU-#^-I?*0. NC B I b S NP5^-^^ 

^n^^nia^j*^ i-io^:bT^b. ^ne> c^@b^j#-^^#m ut s n p s 

15 CYP2C8 (^b^7n-AP4 5 0, y'T^U-a, 1tr^:7T5U — C. :^ 
g^-fe'ft:'!*® 10q23.33 tC^^^y ^^nXV^^o A°^7 U 

YP 2 C 8 lC«kSJq7lc^tg*^MS?a:«l^^l^T:fei9. dtltcJ; 0/1^ U ^^-fe: 
20 ;VJ?>W#fb;$^fe 6 a-fc Fn^^e^/^^ U i574^"fe;l<'JC:$i^$nS (Rahman, A., et 
al. Selective biotransformation of taxol to 6 Qf -hydroxytaxol by human 
cytochrome P450 2C8. Cancer Res, 54: 5543-5546, 1994)o 21 ©^86, C Y P 2 

X-SnS. ^ICDSliitiCYP 2 C 8*^*S'Jf^ffl^:feWilbTVi^prtMtt*^l^bT 
25 Vi^o CYP2C8jte^tc:mK^*><^cSNPJ&tfe^Ili:d^^e>nTVi^„ 
T5ym®em^#^5Mm(DcSNP©a-^-::3(4l6Q->A)J*. /^i^ 

(Bahadur, N., et al. CYP2C8 polymorphisms in Caucasians and their 
relationship with paditaxel 6alpha-hydroxylase activity in human liver 
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microsomes. Biochem. Pharmacol., 64: 1579-1589, 2002; Dai, D.,.et al. 
Polymorphisms in hviman CYP2C8 dcCTease metahohsm of the anticancer 
dxi^pacUtaxel and arachidonic acid. Pharmacogenetics, 11= 597-607, 2001)o 

t!>^^lC:i3V^T%> 5 4^m^^ 1196A>G (Dm^TU)Vf}^—-oM.':Df)^'^ft<^^X 
^ni=>(D:iiif)^BCYI>2C 8jte^(C#ffi-r^^^<Dc SNP s U/^i^ 

^J^^±)V(Dmwnm^mzm^t/u^m^lyX^^m^^tf)^^9^•^n^o 
^jcj:DBVifc$nfcSNP St*. ^m(D;^ij:=^XAxmMm.m'pMtmmi^x 

BUB 1 b3ie^jt> mwmm\zii^^xm^^m:<D^x.y^:^-( > hJizmmv 

TVi^BUBjt'fe^<55*^D^'"^2&^^ i5qi5 \z'7y:f-^nx^^^ 

(CahiU, D. P.,.et al Mutations of mitotic checkpoint genes in human cancers. 
Nature, 392: 300-303, 1998; Hoyt, M. A., et al. S. cerevisiae genes required for 
cell cycle arrest in response to loss of microtubule function. Cell, 66: 507-517, 
1991.; Li, R. and Murray, A. W. Feedback control of mitosis in budding yeast. 

ceu, 66: 519-531, i99i)o /N°^ u ^^"iDvcDmMm^Jjmmrhmom^^m^-^ 
^^z.h\z^y)mm'^n. m/j^wv\°ii7U:^^-fe;vco^KJ:^^T^^o z.n^(D 
BUBibjte^t/ii^Ui5^4^'fe;K^mffif^ffl:«>^. 

2b -5 21 1 ^^1^ b T § , 

:^Bm\z^^^x. /-^^ V ^^±)vmm\z^^wmmt(Dmmi)^M.^^rc'^nrcs 
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IMS-JST111898 
General Information 
JSNPm : IMS-JST111898 
dbSNP ID(rs#) : 1557044 
dbSNP ID(ss#) : 4944611 
HGVbaselD : SNP000830254 
Organism '• Homo sapiens 
Molecular type* Grenomic 
Allele Sequence 
Variation TVpe : SNP 

Flanking Sequence Information (SEQ ID NO: n) 
5' Assay : AAAAAGAAAG GTCAAGGCAG GAGCCTCAGC 

TCAGGAGAAGAAACAAGGAG CAGAGCAAGG 
Observed : A/G 

3' Assay : CAACTGTTTC TCAAGGAATA AAATTATTGC TCTAAAGAGA 
GAAAGTGAAC TTATTTTATC 





IMS-JST105874 
General Information 
JSNPID : IMS-JST105874 
dbSNPID(rs#) : 3752988 
dbSNP ID(ss#) : 4939017 
HGVbase ID 

Organism : Homo sapiens 
Molecular type- Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 12) 

5' Assay : CAAATTCCCCATGTGTCCAAAAAAAATCAG CATGGATGAA 
ATAAACACAT TACTTTTACC 

Observed : T/C 

3' Assay : TAAATATGAGTTGAGCATTACAGGCTAGCTAAACAATGTC 
ATTTGGCATG TGGTTATTCA 
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IMS-JST082397 
General Information 
JSNPID : IMS-JST082397 
dbSNP rD(rs#) : 1891071 
dbSNPID(ss#): 4923304 
HGVbase ID : 
Organism • Homo sapiens 
Molecular type: Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 13) ^ ^ * ^^r.^^ a n 

5' Assay : TTGATGACAC AATTTAAAAT GACATCTTTG TACAATGGAG 

GAGGATGACA GAGATCAGTA 

^^ZZf : ' AAACAGTATG GCAGTAGCAAAATAAGTAAAGCACTGATGA 
AGTGTCTGGA TTTGAGCAAA 



IMS-JST071852 
General Information 
JSNPID : IMS-JST071852 
dbSNP ID(rs#) : 2275620 
dbSNP ID(ss#) : 3211768 
HGVbase ID : SNP001282389 
Organism : Homo sapiens 
Molecxdar type: Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 14) 
5- Assay : CTCATCCCCAAGGTAAGCTT GTTTCTCTTA CACTATATTT 

CTGTACTTCT GAAATTTCCA 

3^ZIly^ : AGTGCTGGTT TGGTTGCAAC CCTCTAACAA CACAAGATGA 
GAGAAGTGCAAAACTCATAC 
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IMS-JST071853 
Greneral Information 
JSNPID : IMS-JST071853 
dbSNP ID(rs#) : 1934951 
dbSNP rD(ss#) : 3211769 
HGVbaselD : SNP001276002 
Organism : Homo sapiens 
Molecular 1ype= Genomic 
Allele Sequence 
Variation TVpe SNP 

Flanldnff Seauence Information (SEQ ID NO^ 15) 

5V^y t^mGGAAT TAGTTGGAAT TTACATGGCA CCTGCTCTGG 
GGCTGGTAGAATTGCTATTT 

fllZf : ' TCCATGATCAAGAGCACCAC TCTTAACACC CATGTGCTCC 
ACCCTCACAA TACACCATCA 



^7 



IMS-JST074538 
General Information 
JSNPID : IMS-JST074538 
dbSNP ID(rs#) : 2277559 
dbSNP ID(ss#) : 3214454 
HGVbaselD •- SNP001383307 
Organism • Homo sapiens 
Molecular type: Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 16) 
5- Assay : TTTGAAACTT GGCGGCTAGG GGTGTGGGCT 

TGAGGTGGCC GGTTTGTTAG GGAGTCGTGT 
Observed : A/G 

3- Assay : CGTGCCTTGG TCGCTTCTGTAGCTCCGAGG 
GCAGGTTGCG GAAGAAAGCC CAGGCGGTCT 
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IMS-JST079837 
General Information 
JSNPID : IMS-JST079837 
dbSNP ID(rs#) : 3214012 
dbSNP ID(ss#) : 4474916 
HGVbase ID : 
Organism : Homo sapiens 
Molecular type'- Genomic 
Allele Sequence 
Variation TVpe : SNP 

Flankinff Seauence Information (SEQ ID NO: 17) 
5^r^ TAAATGTCTT CCGAAAGGTGATTATTCATG GTCTTGGGTT 

GAATATAGTG GACTGAGACA 

Q^IlZf ' ' iVAWATTATT ATTATTAT^^ GCCTAAGCTT CTTTGTTAGC 
TGTTTTTCAA GTTTATGGCT ^ 



^9 



IMS-JST044164 
General Information 
JSNPID : IMS-JST044164 
dbSNP ID(rs#) : 1801376 
dbSNP ID(ss#) : 3234079 
HGVbase ID : 
Organism '■ Homo sapiens 
Moleciilar type- Genomic 
Allele Sequence 
Variation Type : SNP 

FlanMng Sequence Information (SEQ ID NO: 18) . . a a a 

5- Assay : CCCACCCTTA ATAATTCCCA CTTCAAAATATCCAAAAACC 

ACACTCACAT AACTGGCTGT 
Observed ■GIT 

3* Assay GTGCAGTCTCTTCCACATAT GGAGTGAAAC 
TGGGAAGCACAGCGGGTACAGCTATCAGTG [ 
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IMS-JST063023 
General Information 
JSNPID : IMS-JST063023 
dbSNP ID(rs#) : 2305653 
dbSNP ID(ss#) : 3252938 
HGVbaselD : SNP001383945 
Organism • Homo sapiens 
Molectilar type'- Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 19) 

5' Assay : TCTTCAAGAC AACCAGATAAATTAATCAATATTTTGTGTT 

GTTTGAAAGC AGGAAGGCAA 

Observed - C/T 

3' Assay : CTGTTTTTTT AATAACAAAA AGCTTCAAAC ATATAAAAGG 
TCATTAAACAATTEACCAAT 



^11 • 

IMS-JST042569 
General Information 
JSNPID : IMS-JST042569 
dbSNP ID(rs#) : 2290551 
dbSNP ID(ss#) •• 3232484 
HGVbase ID : SNP001383051 
Organism : Homo sapiens 
Moleciilar type^ Genomic 
Allele Sequence 
Variation Type : SNP 

Flanking Sequence Information (SEQ ID NO: 20) 
5- Assay : AGGCCATGAAAGAAGCTGCATAGCTGGTCT TTAAAAAAAA 

AAGGTACCTT GGGTACATCT 

Observed : T/C ^ a * * a 

3' Assay : AGCTATGCCAACAACTCCCT CCAGTGGTTAATTTTGAAAA 

TGCACCTGTAAGACAGAGCA 
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-(y^-y—Wi. TaqMan?^> MALD I -TOF/MS^*. Zf'y 
N P Plot's il 

21 ©li^gj^^'^^ U D ^if ^tlT ^ :;^;d^jS^t-§. :7 ^ ^f^F R E 

^f-So :7^-/7^-FRETyD->^§2mffl^b. mu^m^^mxmm-^ 

n§ t jin^^ffl-r ^ c:t{c:j;DSNP ^m^r^ ^ ti)^x^ 
MALD I -TOF xMsm^m^^^m^\zu> sNFmmzmmir:b^^-( 

•T-Sf^fi^b, PCRJti|i^Wc:+>->7';l'DNA§^M<hbT. ddNTP^ffi 
ViTlJ^^)-fctt>^^-r^-#*S:fT-5« #*Ki;&^^tJ^MALD I -TOF 
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OSNPi:. BUB 1 bji:{g^4'©SNPl:i^ViTi$'-f tf>^^fTVi, CtlS© 



IMS-JST111898 (BB^J^ 


^^1) 


t IMS- JST074538 






IMS-JST111898 






t IMS-JST079837 






IMS-JST111898 






^: IMS-JST044164 




\%^) . 


IMS-JST111898 (Sa^J^ 




t. IMS-JST063023 




I^^9) > 


IMS-JST111898 


(mm 




t IMS- JST042569 




l^-^l 0) . 


IMS-JST105874 


mm 




t IMS-JST074538 


(SB^JI 


1^6) . 


IMS-JST105874 


mm% 


i^2) 


i IMS-JST079837 




1^7) . 


IMS-JST105874 


mm 




^ IMS-JST044164 


(mm 


I'#8) , 


IMS-JST105874 




i^2) 


t. IMS-JST063023 


(Mm 


&-^9) , 


IMS-JST105874 




S-^2) 


ii IMS-JST042569 


(Mm 


S^l 0) . 


IMS-JST082897 






IMS- JST074538 


(mm 


&^6) . 


IMS-JST082397 


mm 


&^3) 


IMS-JST079837 


(mm 


S^7) . 


IMS-JST082397 


mm 




b. IMS- JST044164 


(mm 


&^8) . 


IMS-JST082397 


mm\ 




IMS-JST063023 


(mm 


S-^9) . 


IMS-JST082397 


(Mm 


S#3) 


t IMS-JST042569 


(mm 


i^^i 0) . 
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IMS-JST071852 (@B^J#-^4) .h IMS-JST074538 (@H^J#-^6) . 
IMS-JST071852 (Ba^J#^4) ^ IMS-JST079837 (ia^J#-^7) , 
IMS-JST071852 (ga^J#-^4) ^: IMS- JST044164 (SB^J#^8) > 
IMS-JST071852 (BB^J#-^4) t IMS-JST063023 (i3^J#-^9) 

5 IMS-JST071852 (@H^J#^4) t IMS-JST042569 (SB^J#-^10) , 
IMS-JST071853 (SB^J#^5) ^: IMS-JST074538 (@H^J#^6) , 
IMS-JST071853 (Sa^J#^5) t IMS-JST079837 (i5^J##7) > 
IMS-JST071853 (@B^J#^5) t IMS-JST044164 (@a^J#-^8) , 
IMS-JST071853 (@B^J#^5) t IMS-JST063023 (@a^J#-^9) . 

10 IMS-JST071853 (SB^J#^5) i: IMS-JST042569 (BB^J#^10) 

\zM}Bt^mM^^^m>f)^. sNFmmzmmr^±^^rcuym<Dmmr^ 

25 :i^mmm\z^\^^xm^m\z3\m-^n^±T<Dmm^^rm^xm(D\f^m^t±x 
ifmmm<D-'mti^xj^z.\z^\m'r^o ^rc, 2^m»«wt-^M^*s^§s®sa 
tf3i^mmx^^B:^'^wmm2 003-37536 9^<Dmmm^^z^mm\z 
mm.(D^mt±x^mmm<D-mtvx^z.iz^\mT^o 
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«7l^-t?a5 S t(WBC > 4,000 mm3, Jfil/JN^S:^ > h > 10,000 mmS ^ 
10 ^^U\£>U^)V>10g/dl, jfiL«i7l/T9^n>«af<1.2mg/dl, jfiLm^ifu;nf 
>l/^;i/< 1.5mg /dl, GOT/GPT < 60/70)o 2^?&-^<DHUtC{b^-m?*^§VH^SJClt 

15 80mg/m2 (O^^ U ^5^=^-1-;^* 1 ^H^i^HtT^WS^^nfCo 1 2 il 

0. 2 4i&©s#t-^Jt>e)n;feo 

National Cancer Institute (D Common Tbxicity Criteria(NCI-CTC)t;iS-C?V^T 
WW^tl^U— \^6^Mfifrt>nTc(Trotti., A., et al. Common toxicity criteria: 
version 2.0. an improved reference for grading the acute effects of cancer 
25 treatment: impact on radiotherapy. Int J Radiat Oncol Biol Phys, 47: 13-47, 
2000 #M)o -r-<T(Z)Bimit#f*SCTS2l5^7.5=-A (H#«#gli!^) SrfflV^T 

m^ih^n. m^(Dmmzm^^^nr^o »is^Mi!>^(^^J^wH*^Nci-cTC(D 



wo 2005/045029 



20 



PCT/JP2004/016805 



SNP s(P^-rb!>^ 

sm^m^vr^o mzz.n^2 9 8m<Dm.^i'mz^^t^sNF s^j snp 

^_^ys;— 7^_b-e;^|^^fyVi. 2,7 2 7i@©SNP s &i4mb:feo 

^52, 7 2 7:^jmCD.SNP0D^-rt!>i^^ffo;feo 5 4i&®H^>&^&*^JfiL 14ml 

500bp&PCR^tc:Tiii|fibfco ^mi0ng(7)DNA^-7=->>'V~l-<Jil^Tffl 

4 8:J!jBf®DNAl|ifH-^IMNp(cJiiPib:/bo ^SNPBP^m^ii'Pi'r^;^ 

\^ft:fv^ ^-\'^ J S N P lClB«fe$nTl.^§BS^Jl«o'V>T 
f^SSbfefeCO^ffiVifc, PCR©MJ«i:«OT®m^t-TfTo;/t (e.TmMMgCb. 
67mMTrisHCl, 16.6 mM NH4SO4, lOmM 2-;<;V*:/hXi$'y— ;K 6.7pM 
EDTA, l,5inM dNTPs, 10% DMSO, 1 pmol O^-T'^-fT— , :feJ:t)^0.05U © 
Ex-lkq) . PCR®KJi&««^©X^^--5^^-S*Sta9 4'ClCT2^^fTV^. 
^^lc:9 4'C15#. eCClS^^ 7 2'C2^©3X"X!y:/S3 5|iI«^J951bfeo 
Miiltiinek96 SlSD3}?>V h ^fflV^TP C Rjgi^?£ilic^^7KtCT#^Ufe^^ 
TANGO :5^?i^SfflV^T-f >KJiSffl:^— Y\Z^W^tz.o J^JC Cartesian 

^y^<.^^^^^^\Z\-t. TWmMe<}^U:=fp?i7l/*5^H^ CleavaseVII. 
^UT FAM *:g>Vi« Redmond Red tCT^^Jl/^n^c FRET ti'^LV 

nxvi^s. jine>®ismt^ThirdWave^fcj;»9^Ab;fe, m^->tJ^:^;Ha 

TECAN Ultra Xz^cm^ >^a: 7 iS^-T FAM t Redmond Red ©fS-^g^S^ 
-j3Lj'5f-^\Ly^^n'Dfz.2,l 27SNPs<D-5^2,123SNPs JC-^V^ 
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x\t.8 o%&.^(Dmm\z^^^x^^ ^>^(D^^^n^ ^^^^^ 

iP,^-(\dyif(DlEm^\t.f^'^\zM^^'h(D'^^^^ttf^^'^'^tirCo ^ife. #SN 
P ic::? V^T Hardy-Weinberg ^^t^^T^ ^7^^ E O f)^Z'D\^^X:^4 2 ^^^^ 
m ViTff o r^t^L^. m^r!i±X(D SNP S-^^ Hardy- Weinberg (D^mVm\Z 

^-rmm^z. ^m^^'&iz;\-:fu^^':/':^u^y^mm(Dmm^n'DTco n—m. 

^^mz-^ y ^^nrc S N P tC^V^X. BM<D 2 ^(D S N P FBl(Z)^m^¥«^^ 
I D' I ^r-^XOUS^f-^tD^iZ-Dl^^XimV. ^tl^ S N P ©^WlgfcM-^fc-x' 

hVy^T^^i^^iyTco %>u2o0SNPra<^)|D'l*^o.9^^^±T^n^^> 2m 

tf>i^§fTofc2 9 8it'fe?t^4 1 9m<D/\':fti^^':^^^y^^z^^-^^^^ 

:k\zwmm tmmr^ s n p ^mMr^tcibiz. 2 ^pgc^x ^7 u --y^^f^n 
jine.(?5/N:/Di57-i'>^:7'o^:/^tct*#>J?cYP2C8 jte^t^ iz'^yf-^ nfe 5 

<@(DSNP. 75:e.T^lCBUB lbjte^l^}C-T«y:/$nfc5M(^SNP:^^'^^n 

0.0065. BUB 1 hm.m'j^^^ts/\':fu^^'f':ruy^x\tomox^'orco 

NP p{(t/{>^'o.o5OTTfe^fe®&^2^i@(D^i?*fficfflVifco m2mmx\t. m 

<Di^'&^ Fisher's exact test ^ffl V^Tfro }feo 
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12. CYP2C8it^^^fe^^^ii^^t®*SM 





SNP 
















(+)(n=24) 


(-)(n=30) 




(95%c.i.) 
















0 


TTV TO _ 

IMb- 

joi liioyo 


vjr/vjr 


9 


2 


0.00774 


8.13 






A/G& 

A /A 


15 


27 




(1.46- 
45.5) 
















6,506 


IMo" 

Joi ±UOo / 4 


rp/m 


13 


3 


0.00351 


7.63 






C/T& 

o/c 


11 


27 




(1.72- 
33.3) 
















26,018 


IMo 


V_J/ VJT 


10 


2 


0.00271 


10.0 






A/G& 
A/A 


14 


95% 




(1.93- 
52.6) 
















28,791 


IMS- 

JST071852 


T/T 


10 


2 


0.00202 


10.7 






A/T& 
A/A 


13 


28 




(2.09- 
55.6) 
















32,841 


IMS- 

JST071853 


G/G 


11 


3 


0.00351 


7.63 




1 


A/G& 
A/A 


13 


27 




(1.72- 
33.3) 
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^13. BUB 1 hm.^'^tmmmm'pm.tcDmm 



vbp; 








Pfit 










W(n=24) 


(-)(n=30) 




(95%c.i.) 
















0 


IMS- 

JST074538 


A / A 

A/A 


14 


7 


0 00627 


5.11 






AyG& 

CJr/ijr 


9 


23 




(1.41- 
18.5) 
















3,822 


IMS- 

JST079837 


1/1 


14 


7 


0 00627 


5.11 






G/T& 


9 


23 




(1.41- 
18.5) 
















24,524 


IMS- 

JST0441b4 




14 


10 


0.0187 


3.85 






C/T& 

m/rp 


8 


22 




(1.93- 
52.6) 
















41,191 


IMS- 

JST063023 




15 


9 


0.0111 


4.36 






C/T& 
T/T 


8 


21 




(1.22- 
15.6) 
















56,293 


IMS- 

JST042569 


T/T 


15 


9 


0.0169 


3.89 






C/T& 
C/C 


9 


23 




(1.10- 
13.6) 



10 



^^3il^bfcJ©^J: 0]^V^*BI8=£^^8e)rco SfeJ^^^*BM=&BJ?)fe S N P JiC Y P 
2 C 8 m.^'^i^^ y '^'^ tlfc S N P Ttt IMS-JST071852(p = 0.0020,:^ y Xit 
10.7)T^0> BUB 1 bit^^^C•7^:/:/^nfeSNPT^;iIMS■JST074538(p = 
0.0062,:t^yXfcb 5.1l)T?a&ofeo CYP 2 C Sm^^mz^^iT^ S^mCDU 

m^-^m\z ii96A>G ^^(D^7-um^i^^mibrc<D^'^. m<Dmmx'\t a m 
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mzM^-r^ 3 m^(o c s N p s (Dmmtiifmzm^ ^ o t-m^-^nr^o ^rc. 

BUB 1 bJte^I^l-'^^y:^^^^-'f@<^SNP(IMS-JST044164)lC:feJ't^# 

CYP 2C8it'e^±<55-^^<5!)SNPi:BUB 1 bjtfe^±0-^(Z>SNP<D 

tin5^XT-^^yi7llI!l§^^>'^^^^^^-° ^«4j@(^«trfflV\ CYP2C8 
jt'fe^±(^)SNP0DTWVi5'-^:/2a^i:. BUB 1 bJie^±©SNP(Z)T V 

:^2 SIIK^^'^ri'J 0 ^T;/^o likelihood ratio test ^M^^&'hM^'fS: S N 
P(Dm^^-&t)ii:^3^b> C YP 2 C 8itfe^±<Z) IMS-JST071852 i:BUB 
1 bm'e^±CC>IMS-JSTO74538 0m^'&t5ii:^M*^b3^(p<O.OOO532)o 21® 

2^(DSNP s (Dz^a:iyi^-<-:/mm\i^mmmmm^Mi s^zm-To 7V)vmm 







TMS-JST074538 (BUBIB) 






AJA 


A/G 


G/G 


HO 

52<=^ 


T/T 


0.95 
(12%)* 


0.61 
(14%) 


0.82 
(4%) 


JST07] 


A/T 


0.56 
(19%) 


0.10 
(23%) 


0.25 
(7%) 


IMS-. 
(C 


A/A 


0.65 
(8%) 


0.14 
(14%) 


0.32 
(3%) 



^mm \z^y). 2 ^ <DmBi^(o 2 ^ © s n p ^^n\tmML^twpMBm(D-^ 
m'^'Simmz^m-r^^t-^^'v^^^tti^^'^^rco cyp 2 c 8jt^?Jic^ 
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IMS-JST071852 tBVB 1 bjtfe^±(^ IMS-JST074538 (Dz^x./ ^(DU 
^^-&:b1±3&^T/T t A/A. ^SVil^ T/T t G/G (DU^^t)^'^^^^^^^^^'-^ 

sv^*A/AtA/G©m^'&*3-&'^^^3. ^ne>a)m^'&*5-&<DB2^Aiccfett§ 
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^iftit-^^^T^oT, mmm^mt^^mm-^ti^m.^'?^z'=>^^'^^ cyp2c 

CYP 2 c smB'?^(DU^m^2i^m^-^n^Mm(D i 

jte^^M. c Y p 2 c 8 3tfe?'t'a)ia^J#-^ 3 T^^$n^@H^J(D 1 1 #a CO 

MSlC:fett§Jt'e^#^> CYP 2 C 8it^^''t'(^)SB^J#^4T?^^$n§@B^J 
OD 1 l^B(DmM^zmf^m.^'^0^> CYP 2 C 8jt^^<^@B^J#^51?^ 

^$n^ia^j©i immom.mz^n^m.^'^^m. BUBibit^4»®@B^j 

#^6T^^^n^iH^J<^ 1 l#S©:^»lc43tt^me^#M. BUB 1 biie 

BUBibift'B^'4'©sa^j#^9T^^$n^SB^j<^i imu(DmM\z^ 

2. ^i^^;&^e»#l8l$nfc«feW> l^AT© (a) ~ (e) : 

(a) CYP2C8jt'g^4'0@B3^J#-^lT^^$n^SB^J<^l l#g©tt«{c: 

(b) CYP2C8m'^^4'C0@B^J#^2T^^$nSS5^J<^l 

( c ) c Y p 2 c 8 jt'fe^'t' ©@s^j#-^ 3 n§ia^J(Z) 1 1 # s ommz 

(d) cYP2C8jt'e^»t'®@a^j##47?^^$nsB3^J® 1 

( e ) C Y P 2 C 8 jtfe^4'0@a^J#-^ 5 T^^^n^ia^JO) 1 1 #S <Z)it^{c: 

^sit^i^xy^^-^yy^/^'G/GTab^ ; 

©5-^ 1 *fct*^nu^.±Ta&^j^'&ic. mmwpm(Dmm(D^):^^f)^M\^^^^ 
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3. ^m.^i()^^mm-^nr:imBi^i)^^ &rf<D (f) ~ (j) : 

(f) CYP 2C8jt^^t'©iH^J#^l*tf^^$nSBH3?lI<Dl imB(DmM\z 

(h) cYP2C8jtfe^4'(Z)@a^J#^3T^^^nssH^J<^i 

( i ) c Y p 2 c 8 m.^'^'P ©ea^j#^ 4 -r^^^ nssa^j® 1 1 #e o^stc 

( j ) C Y P 2 C 8 jl'fe^4'®@H^J#-^ 5 -tr^^^n^ia^J*^ 1 1 <^^*t- 

:fett§>?aiy^'r::/5&^A/'G*;feJ*A/AT^^ ; 

15 4. ^I^#>^)^e>#lll$nfe«e^)&«. I^Ta? (A) ~ (E) : 

(A) B u B 1 ba;e^4'C5iB^j#-§- 6 T^^$n^ia3?>j® 1 1 mB<Dm.^\z^ 

(B) BUB ibjtfe^'f'<^iB^J»^7 7?m^$n§@H^J<^i 

20 (C) BUB 1 bjt'fe^4'<DiB^J#^8T^^$nSlB>?iJ© 1 l#B<D^»fc:*3 

(D) BUB 1 bJt'fR^'+'<^@H^J#-^9'^^^^^^SB^J® 1 l#@©i^»(C:fe 
tt^i^x/^-r7':d^C/'Cifafe^ ; 

(E) BUB 1 bit-fe^+osa^j*-^ 1 o'^M'^-^n^uno 1 

25 :fett§>^x/:$^-ry7&«T/T-e^S ; 

5. ^®^#j5^e»#gl$nfcjte^:^>^. OT© (F) ~ (J) : 

(F) BUB 1 bjte^4'<^fiB^J##6T^^$nS@B^i<^l 
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(G) BUB 1 bit'S^'t'<?5ia2?"j##7'z?^^$n§sa^j<^i 

(H) BUB 1 hmB.^'^(Dmmm^s'vm^-^n^mn<oi 

( I ) BUB 1 hmB'^'^(Dm^\^^ 9 7rm^$n§@B^J<^ 1 1 #S (DmMiZ^ 
( J ) B UB 1 b5t'e^F4'<^@a^J#^ 1 0 TM^$n§S53«JO 1 1 Olt^lCl 

15 C Y P 2 c 8 ^t^^^iOgB^jS^ 2 T^^$n§ia3?iJO 1 1 #s <oii:» 

iz^n^m^'iF'^M. c Y p 2 c 8 it^^4'®ia^J#^ 3 T^^^n^ia^j® 1 

l#@C>^»^C43^j■^^te?#^^ GYP 2 C 8ite^4'(Dl3^J#-^4T^^$ 
nSSa^J® 1 l#SCD:^StC*5tt^it^^^M, C YP 2 C 8 jte^4'©iH^m 

20 $nSl*fc:«^tm±CDJtlg^#M^PI5^SXg, :feJ;rJf (2) BUB lb 
BUB 1 bjl'E^4'(Dia^J#-^7T^^$n^@H^J(^l iSS^Z^^SfC^fett^it 

-g^^M. BUB 1 bii:'e^^<D@a^j#^ 8 T?^^$n^i3^j<^ 1 1 #a <DmM 

\Z^n^m.^'T0m. BUBlbjt^^4'CD@B^J»^9T^^$ns@B^J<01 1 
25 #B©m^lC:fe^tSite^#M. :fe<fct;JBUB 1 bJtfe?4'®BB^J#-^ 1 OTM 
^$nSSH^J05 1 l#@Oi^»{':fett^«e^#M*^^75:^^ck«3^^$n^ 1 

7, ^mmiz^n^/-^^ 'J ^^±jvmm\z^^wknm<>m(Dm&<D^j 7.^ s 
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9. CYP 2 C 8jte^^®@B^J#-^4T?S^$n§BB^J<Dl i#a©ii^ic 

1 0 . ^mmiz^n^/"^^ u ^^±)\^mmz^^mnMm'p&(Dmm<D u x ^ 

ViT. CYP2C8Jt^^*©@B^J#-^lT^^$n^6B^J®l 
:fett^jte^#Si. CYP2C8jte^^<Z)|H^J#-%2T«^5£$nSBB^J01 1 
#@ ODJ^SlCcfett^jte^^^^ C Y P 2 C 8 jte^ff' ©@a^J#-^ 3 T^^^n 

:5i5^j(D 1 1 ^^(Dm.mz^n^m.^'^^m. c y p 2 c 8 jt^^-t-osa^m^ 

4TMJ£$n§ga^J<55 1 l#@©:^«lc:*3tt§itfe?^M, C YP 2 C 8*^^ 
ftKDia^m-^S-^^je^nSSB^JODl l#B<D:^^JC:fettSJte^#M, BUB 

BUB 1 hm.B^=?-^<Dmmm^7'vm^-^n^Mm<Di imB<DmM\z^n 

^a-g^^M, BUB 1 bjie^4'©@a^J#-^8T^^$n^@H^JcD 1 
m^lCiDfrtSm-e^^M^ BUB 1 bjte^ffOlBi^m^GT^^^n^gB^J© 
1 l#S®^»C*5^tSitfe^#M. :feJ;tJfBUB 1 bjie^f OiB^m^l 0 

T^^y ho 

1 1 . MI3i«m;?>^> 

C YP 2 C 8 jt'e^4>©BB^J#^ 1 -vm^-^n^MmcD l l #B<Z)^S^-^tr:d^ 
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c YP 2 c 8m.^'f'^(Dmm^2i^m^-^n^mm(D i imB(Dm.m^'^m^ 

CYP 2 c sit-e^+cDgam^sT^^^n^jia^jcD i imB<DmM^^ts-^^ 

BUB 1 bjt'(s^4'cDiB^j#^6T^^^nssa^J® 1 i#e®i£^^-^ty:*^* 

BUB 1 bjt'S^'*'<^BB^-i*-^7T^^$n§m^j<^i i#a(D±i:s^#t^}^)^^ 

BUB 1 bjt'e^4'0D@3m^8-e^^$n^@H^J<^i i#e<^m»5&'^ty*^* 

BUB 1 bjt'G^4'ofiB^j#^9T^5t$n^@a^j<^i im^o^m^^-^m^^ 
rz\tz.ti\zmm-^'pf3:<t^iom<Dmmr^y'i7U:t^\^mm. ^fet^^m 

BUB 1 bafe^4'(7Dia^j#^i oT^^^n^sa^J^^i i#eo^«sr^ty55^ 
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(Dmmm^y ho 

1 2 . MIB^d^. 

rcuzLrnzi^mm^^^i^^'^^'Mm^^'r^mm^'f- ■> c yp 2 c sme^-^' 
(Dm^mn2^m^^Mun<D 1 i#@<^:^«^^m^^fet^iint::p^-r^ 

j-Yun^^'T^^'m.^ ; cYP 2 c 8it^^'=f oia^J#^3T^^^nssB 
^j<D 1 i#a®m»=^^t^)^'^^;^ct^jini-p^-rsi>)^< ^fe 1 om(Dmmt^ 

CYP 2 c 8at'fe^'4'©@B^J#-^4f ^^^n^ia^j® 1 immom^m^^t^ii^ 

n^-ffi1«65^5?^V:t^Hfi5^J^#t-Sm5^^ ; ^«fctJ?, CYP 2 C Bjt^^ 
(2) BUBlb3t'B^4'Ol2^J#^6-r^^$n§@B^J<^>l l#S©*i^^-^ 

uz.mzmmmf3:^^u:t^}'^n^m-r^mk^'^ ; bub 1 bjt^^'4'(^S2 

mm^mr^mm^ : bub 1 bjtfe^=^4'osB^J#^8 t?^;£$n§saa^j<z) 1 
l#@cD^^»&^t^*^*fc«^ln^c(§!|^-r^^^>3^< 1 o^^^^f s^^t^i^ 

e<j;^>5^1/:r^Hia^J^^'r^^^t5H^ ; :feJ:tJ?BUB 1 bjl^^4'©m^J#-^ 
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1 o^m^-^n^Mmoi im^omM^^ts-fy^^tc^iLz.tuzmi^'r^'pfsiK t 

5 13. MfBIS»^\ 

CYP 2 C 8tt^^4'C0@B»-^4T^^^n^@a^JO 1 

BUB 1 b«>K^4'©Ba^J»^6T^^$nsBB^J<^l l#@<^^»Sr'^tf3«'^^ 
14. 

c YP 2 G 8 ji'g^'=f oi3m# 1 T?^^$n§@a^j® 1 1 #a<oii^^^tJM 
CYP 2 c 8«'e^4'(55iH^j#^2T^^$ns@a^j® 1 i#a<oms^'^t^M 

J^lc5tifjSi--f>DNA^tiiIiT^^-5iSfh$nfeP CRr/^-f -T-^ ; 

CYP 2 C 8Jt>g^4'<^@a^J#-^3TSI^^n^l5^J(^ 1 l#SCDitS^-^trM 

20 c Y p 2 c 8 ^wf-^owmm^ 4 T?^^$n§S3^jo 1 1 #b oti»&-^t^^ 

^^C^f&T^DNASiii|iit-?><fc'5^th$nfeP CRT^^-r -^-M ; 

CYP 2 C 8it^^4'<^iB^J#^5T^^^n^@B^J(D 1 1 # @ <Dm^*"^ty^ 

^id^/s-r'SDNA&mT^.^-^i^w-^n/^pcRy^-r^-^ ; 

BUB 1 bite^4'CD@Bm-^61?^^$n^@a^J<^ 1 i#@a)ii»^^t?^^ 
25 JC^j;S'r^DNA^iii|it-^J;'5^th$tlfePCR7'^-rT-^ ; 

BUB 1 bjt'S^4'CD@a^J#^7T^^$ns@H>?>j©i i#a©^^^'^tyM^ 

BUB 1 bjte^4'©@B^J#-^8TS^$n^ia^J<^l l#S®m«^#tyM:^ 

ic^^Sf s D N A ^iiiffi-r ^ <J; "5 |gfi-$ n;fe p c R -T ^ ; 
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BUB 1 b)t'S^4'<D@3^j#^9T^^$n^sa^j©i im^omM^^tsmm 

tc^fs-r s D N A timm^^ a ^th$ p c r y ^-r -^-m ; 

BUB 1 bit'e^4'0DfiB^J#-^i oT^je^nssB^j® 1 imuo^mM^-^tsm 

15. tfriBism5&^> 

(1) CYP2C8Jte^4»OlB^J#^l'^^5£$^^S5^J^l im^omM^ 

p 2 c 8 ji'fe^4'®@B^J#-^ 2 T^^^n^sB^Jt^ 1 1 ^BomM^-^tsmmiz 

^^t^-r^DNA^^iIl>It-^.t5^t^^t^fcPCRy^^•7-*r ; CYP2C8m 

NA^Jii|fiTS«i:^^th$nfcP CRy^-l-^-M ; CYP 2 C 8ite^4^(^Sa 
^j§^47?^^$n§SB>?»JC!) 1 l^S^^S^-^ty^^lcM/ST^DNA^ii^i 

•r^^^mm^nrcFCR:/^^^-M ; cyp 2 c 8jt^^4'<z)@a3?ij 
#^5T^^$n^@B^jc:5 1 i#s©^s^^tfM^i;:^fS-r^DNA*iiiiiir 

(2) BUBlbJte^4'OiB^J#^6T^^$nSiB^J®l l#a(^^»^# 

tr^^J:!:mT^DNA&iii|i-r§<fc^®:th$n:/S:PCR:/^-fT-M ; bub 

-r^DNA^mm-r^^^mm-^ntcPCR^^^'^-M ; bub 1 biie^^" 
o!)S3^JS-^8T^5£$n'5Ba^j® 1 i#@©i^s^'^tjM^jc^];&"r^DNA& 

ii>iif ^i:5iSth$tlfePCR:/7-1"7-^ ; BUB 1 bJtfe^'1'®Sa^J#^9 

T^^^nsgB^j<j:> 1 1 #a oDi^s^^trm^^jc^fSf sD N A&Jiii®-r^<fc 5 

msY-^ntcP CR^y^-^-M ; BUB 1 bit^S^'t»<^B3^J#^l OT^^^ti 
^iB^JOD 1 l#g(D:^»^^t^M^lC^^St-^DNA^ti't'Mr^J^"5l£th$n;fe: 
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16. mmumti^^ 

CYP 2 c 8m.fBi^^(Dm^m^4'VMM-^n^mm(D i imwKDmM^^tsm 
5 BUB 1 hm.Bii^^omn^^&'^MM-^n^mmo i imBomM^^tsmm 

icMliS-r ^ D N A ^iiilgf ^ <fc -5 ^ti-^ n;^ P C R y ^ -f-^-^f 
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SEQUENCE LISTING 

<110> Cancer Institute 

<120> Method and Kit for Prediction of Adverse Effect of Paclitaxel 
<130> PGK-9001WO 
<150> JP 2003-375369 
<151> 2003-11-05 

<160> 20 . 

<170> Patent In version 3.1 

<210> 1 

<211> 21 

<212> DM 

<213> homo sapiens 

<400> 1 

cagagcaagg rcaactgttt c 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 2 

tacttttacc ytaaatatga g 

<210> 3 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 3 

gagatcagta raaacagtat g 
<210> 4 
<211> 21 

<212> DNA 

<213> homo sapiens 
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<400> 4 

gaaatttcca wagtgct^t t 21 

<210> 5 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 5 

attgctattt rtccatgatc a 21 

<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 6 

ggagtcgtgt rcgtgccttg g 21 

<210> 7 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 7 

gactgacaca kaattattat t 21 

<210> 8 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 8 

aactggctgt ygtgcagtct c 21 
<210> 9 
<211> 21 

<212> DNA 

<213> homo sapiens 
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<400> 9 

aggaaggcaa yctgtttttt t 21 

<210> 10 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 10 

gggtacatct yagctatgcc a 21 

<210> 11 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 11 

aaaaagaaag gtcaaggcag gagcctcagc tcaggagaag aaacaaggag cagagcaagg 60 

rcaactgttt ctcaaggaat aaaattattg ctctaaagag agaaagtgaa cttattttat 120 

c 121 

<210> 12 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 12 

caaattcccc atgtgtccaa aaaaaatcag catggatgaa ataaacacat tacttttacc 60 

ytaaatatga gttgagcatt acaggctagc taaacaatgt catttcgcat gtggttattc 120 

a 121 

<210> 13 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 13 

ttgatgacac aatttaaaat gacatctttg tacaatggag gaggatgaca gagatcagta 60 
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raaacagtat ggcagtagca aaataagtaa agcactgatg aagtgtctgg atttcagcaa 120 

a 121 

<210> 14 

<211> 121 

<212> DM 

<213> homo sapiens 

<400> 14 

ctcatcccca aggtaagctt gtttctctta cactatattt ctgtacttct gaaatttcca 60 

wagtgctggt ttggttccaa ccctctaaca acacaagatg agagaagtgc aaaactcata 120 

c 121 

<210> 15 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 15 

tttttggaat tagttggaat ttacatggca cctcctctgg ggctggtaga attgctattt 60 

rtccatgatc aagagcacca ctcttaacac ccatgtgctc caccctcaca atacaccatc 120 

a 121 

<210> 16 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 16 

tttgaaactt ggcggctagg ggtgtgggct tgaggtggcc ggtttgttag ggagtcgtgt 60 
rcgtgccttg gtcgcttctg tagctccgag ggcaggttgc ggaagaaagc ccaggcggtc 120 
t 

<210> 17 
<211> 121 

<212> DNA 
<213> homo sapiens 



121 
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<400> 17 

taaatgtctt ccgaaaggtg attattcatg gtcttgggtt gaatatagtg gactgacaca 60 

kaattattat tattattata tgcctaagct tctttgttag ctgtttttca agtttatggc 120 

t 121 

<210> 18 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 18 

cccaccctta ataattccca cttcaaaata tccaaaaacc acactcacat aactggctgt 60 

ygtgcagtct cttccacata tggagtgaaa ctgggaagca cagcgggtac agctatcagt 120 

g 121 

<210> 19 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 19 

tcttcaagac aaccagataa attaatcaat attttgtgtt gtttgaaagc aggaaggcaa 60 

yctgtttttt taataacaaa aagcttcaaa catataaaag gtcattaaac aatttaccaa 120 

t 121 

<210> 20 

<211> 121 

<212> DNA 

<213> homo sapiens 

<400> 20 

aggccatgaa agaagctgca tagctggtct ttaaaaaaaa aaggtacctt gggtacatct 60 
yagctatgcc aacaactccc tccagtggtt aattttgaaa atgcacctgt aagacagagc 120 
a 121 
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